stage, the disease is metastatic and chemoresistant.
Present evidence suggests that cancer metastasis is usually preceded by the disruption of normal cellcell adhesion and the loss of integrity of the primary tumor site (6, 7) . This process may include several genetic, molecular and morphological changes characterized by epithelialto-mesenchymal transition (EMT) (8) (9) (10) . The EMT is characterized by the loss of cell polarity, altered cell-cell and cell-matrix adhesion and acquisition of migratory, mesenchymal phenotype.
Other reported changes include down-regulation of E-cadherin, induction of N-cadherin, release of β-catenin from junctional complexes and its translocation to the nucleus (11) (12) (13) . However, the precise molecular mechanisms associated with this process are obscure.
Several growth factors including hepatocyte growth factor, transforming growth factor-β, vascular endothelial growth factor, and epidermal growth factor have been reported to induce EMT in tumor cell lines (14) (15) (16) . We have shown that the expression of CT and its G protein-coupled receptor (CTR) is remarkably higher in advanced prostate cancers (PCs), and the CT-CTR autocrine axis is a potent stimulator of PC cell tumorigenicity, invasion and metastasis (4, (17) (18) (19) .
Although CT stimulated increase in the motility and invasion of PC cells may be mediated by CTstimulated secretion of matrix metalloproteinases and urokinase type plasminogen activator, precise molecular mechanisms preceding these CTR actions remain to be elucidated (18, 20) . We tested the hypothesis that CT induces biochemical and morphological changes associated with EMT in order to increase the invasiveness of PC cells. (containing 150 mM NaCl, 2 mM CaCl 2 , 1 mM PMSF, 40U/ml aprotinin, 15 µg/ml leupeptin, 1%
Nonidet P-40 and 1% Triton-X-100) for 30 minutes with occasional agitation. After washing the plates with TBS (containing protease inhibitors), the triton X-100-insoluble fraction (plasma mambrane-associated) was scraped out from the plates with TBS containing 0.5% SDS, 1% Nonidet P-40, 40U/ml aprotinin and 15 µg/ml leupeptin. The triton X-100-insoluble fraction was collected after homogenizing and centrifuging at 14,000xg for 5 min at 4 C, and protein content of the supernatants was determined using Bio-Rad Reagent (Bio-Rad, Hercules, CA). B.
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